(i9)B*m&m (jp) 02) ^ e^f f^p $k $U (a) oi)*m&K&*** 

1^2002-533695 
(P2002- 533695 A) 
(43)&g B ¥*£14^10J! 8 B (2002. 10. 8) 



(51) IntCl. 7 
GO IN 
C12M 
CI 2N 
CI 2Q 
GO IN 



1/28 
1/00 

15/09 
1/68 

33/48 



F I 

CI 2M 
CI 2Q 
GO IN 



1/00 
1/68 
33/48 
33/53 
33/566 



(± 77 H) 



f-73-r(##) 
A 2G045 
A 2 G 0 5 2 
P 2H0 5 2 
M 4B024 
4B0 2 9 



(2i>aiH»# 


ftfg2000-590782( P2000-590782) 


(71) ffl® A 




(86) (zz)mma 


sp^l 1^12^220 (1999. 12.22) 




SN- 


(85)«rtR23gfflB 


¥-m3¥ 6 £ 25 B (2001 . 6. 25) 




AKIER I CAN REGISTRY O 




PCT/US 9 9/3 0 5 1 9 




F PATHOLOGY 


(87)HIS&W## 


WOO 0/3 8 8 3 8 




7^U*'&*B20306-6000'7^> b> • 


(87)BIR&B8H 


¥j£12*P 7 £ 6 B (2000. 7. 6) 




<r4XhV# h ■ Hrf' nn>fcf7\ 7- 


(31)ff$fctfcfc!I#*t 


O 9/2 19, 44 3 






(32)«jfeB 


¥/£10*f 12323 H 0998. 12.23) 






(33)«5fe»*3BH 


#@ (US) 


(72)389Mf 










7 ;* 0 #£*B20904;< U - 9 > PM^* 
















12503$ 






<74)ft3A 


#a± #m & (^i«) 











(54) B&gn©^] x9-r i<±-c^ib^e36t«ss!i^«jfciaiii-r««e^±^*fe 



(57) [SSQ] 

®U»&X5-r H(7 0)Jh©^«t&#6«*>^;KZ)«! ! a*ffi 
BlfchH(9 0)±©'>x;K2 4)*T«rl£J*bfeK 
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(b) Rffl«j|^9>f K±fc»*^2 o fcfBJBto a 
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(b) HtPH (a) OftM|X9>f K*, *»1-*fc*fcKfcSftfcA*t*«» 
(d) R&Sr&jgS-fragpiN 



(5) $5^12 0 02- 5 3 3 69 5 

[!it*£3 7] &**ttttfl-Kov>T\ in situ ^rg^f*! fc Tin 
situ f>f-lf->3>^Sn^Mo"C, 

£in situ ^^^---> 3 ^ofcftt^llfU $ &fcR*$ft©«tt*itMB 

o#^x^*«|i|l4fc|iitJ: 19 mm<>^)^kfrffi-£tiT^&, b Wo 

[1**4 0] lt*:®3 9 fcffitt<3 > W SrttJBi-*, in situ ^ yi; 

m*S4 0 ^saao^feo 
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(7) #^2 00 2-5 3 3 6 9 5 

[0 0 0 1 ] 

n c tkm^&s&mitgr < ^sm^tz^Kmrn^m^ry^^^m^x^^ ti 

[0 0 0 2] 

A (^iJx.ff % Ventana ESIHC Staining System, the Shandon Li pshaw Cadenza A 
utotnated Irrmunostai ner ; g^HS^ Brigati et al. (1988)) ^s&jz,^ z\Hh<^> 

2t>%z>mffl*%k®-t2>?ztbK^ *mffl^Km^t>ti2>2:m&£ v?m<vjcM*& 

tz 0 ^afr^SiMbv-^-r A(i i ig^^-c4 o ~4 8 co^^-f K£i*fPU#& 

7tflt-e$>^o FishergUj^v-^x^^ 1 ®<7)il^T-l 2 0<7)*^ K£|i^L# 
deparaffinize) > jKjHMt^ {M Afi"^^ h^'yi) XT * V £ J: 

Wttifhti&ttmmmv&m&xv^j ? vmmmm^t *i& 0 i Mitts 



(8) ^2 00 2-5 33 69 5 

[0 0 0 3] 

ttft* (biopsy) *^4^»*»K»*#*c:fc, K***/^^*,- 
o i^feO«»o«fcjK,t97^>«tia (deparaffinize) (*- >u>> J - 

«*ftK**e * r , #« tt »v>jp fc ^ J: 9 **** 

[0 0 0 4] 



(9) ^2 0 0 2-5 33695 

[0 0 0 5] 

[0 0 0 6] 
[0 0 0 7] 



C10) ^2 002-5 33 69 5 

[ 0 0 0 8] 
[ 0 0 0 9] 

7fcJ:»K #*?>f K7 0Ot»m*. *Kli*fc*?>f K*^-ioi 

h 5 6 fc#ALT«fc* 0 
[0 0 10] 

i2A_B ^ hMl4*m?^K70^t*oH2AU, 

2 4©«#4 4ttf^ ^24«^^ LT ^ o i 90( il3 8 
KW8LTV> *' S2Bli,i2A0^> 5 4 - 5 4 (:j:^I L ^Wl 

[0 0 1 1] 

BB 3 tt. &ft$(*t*» 2 2 0 ^^2 3 0 **^9070 *«*f 
[0012] 

BUtt, ***24*«* U tt>***fctt 3 *©K* (2 5 0 , 2 6 0* 
[0 0 13] 



(11) #H2 0 0 2-5 3 3 6 9 5 

ti:limj&m.2 8 0 KfW^J^5^ F7 0 *^^o RJfcS2 8 0 ii^LT 
t»4AD 3 0 0 ^^^3 0 2 , * itffiiP 2 9 4 £ XV 2 9 6 *@*LTV»4, 
Rjfc£2 8 0<DJlSB£«-r& hW 3 3 0 <D-U% 2 8 2 t LTIH*LTV»* 
o 2 8 .2 2 2 0 LtttfS «>*Kf Cfc*<*>*Jta 2 8 1 «r 

H*Ltv»4 0 H5AOl8lit "H" *c!l:*l>Sir^JS^2 8 2 ^L^ i 
<Dft|t±oTSM 2 8 0ii^l^ttl>o I35B{is #Oft*oH#Hit 
iei"C^405A©hW*J:O ! X5'f F*^. 0 5BK*3V>T. RtSS^ig 
£&2 8 2 I* "H" #CSK&&?>-C\ Rj£^2 8 0 Iii5 ATtf £ tltz<D X *) *>'p 
*o 2 8 2 h> 2 8 4 £13^-*- *o 

kf^fV 2 8 4 fi+^SkS^- 7h 2 8 6 tJ:l3 W*i"4« * 9^ K 7 0i:ffL 
tttf JbftTv^ffMM 2 8 8 $rH^i-^o ^^^^-fit Tt^^S^- 

-7f 2 8 6 >9fMtPL#&o ^*miiAP3 0 0 ^J:O e 3 0 2, Jsi^aJP 
2 9 4^*1^2 9 6 fcflfc»)*Ht*§£o V) fatf h flit # > ~7 2 9 0 *0 

*° V -fit ? y Z 2 9 1 * tz it 2 9 2 * tzit? > ? 2 9 1 itzit 2 9 2 
^£>, $ fcfiy;V2 9 8^^#*#Lffi-To 
[0 0 14] 

JiF I S H*ff 0 fcifcfc'fifcfl! h W ^tJo 0 6 Ali#-)x;U4 1 0 

8 M/^ 4 0 0 *W^t4 0 #^^;v{i^<7)^^-^trf 4 2 0 
-e^*t<btLTv^^ 0 #^xjV4 1 0 ttg§pgp£ fctt^-ir *;v4 3 0 U ^-i 
t>!y hT3«M#&o 06B»4ia6 A^^Ufe8^J.;wh W4 0 
0 <^fli®l2-C2bSo F7 0 fi h W 4 0 0±^LT$,^ o 4o<7)^o.;w 

fc$*LTv»4 0 HPfP4 3 0 & J: C/?# 4 2 0 & d;^ L T & & 0 06Cttl26A;& 
i[F6B <OT>*7 4 Kfc h W <£> IE® IS "C ?|4 2 0 ^2 o<7)^ 4 1 
O^Mt^to fx^4 1 0^|D?R4 3 0 *H1^ *?>f K7 0 Ji 

> W 4 0 0^±*^S^tLTV^ t ^gLT^) »9 . 7. F7 0 * h W 
4 0 0 H^i-^/c460ft«<^^ -7 7° 4 0 2 ^LT^^, 121 6 Dl±^ 8 



i r 



C12) ^2002-533695 

0OWBT **' £*ttt«*C-rif r , *»««**L*^9-f KKd*ifeO« 
^4 4 0***K*»r***ttftv> o B6EI4% !^ W4 4 

•fe* - %/ b > (D m ? n - r t mm t -t </ 0 

[0 0 15] 
[0 0 16] 

i8A-Dli, ^.j,^ MLT ^ gg^^ _ ^ K± 
[0 0 17] 

^5958341^(W.-S. Chu; September 28.1999 ^^g^ ^ ^ „ # 

L*»+fcffl**«* *@#It^5958341- f -(W.-S. Chu) H^ S tLT^4 

[0 0 18] 

£«^BK»fctt, £***Cb1opsy), «gJMB***Ccen smear) 

WLfc^jrAtt, *?-f r W*fctt*,t-*y „y (H7A- 

H*J:iF8A-DtWR) flWk:***©, fr* L < »± 6 o* W , * 



(13) <&m.2 0 0 2-5 3 3 6 9 5 

'$m*?J K*«#U ^Stf)*^ K^IWlBt^Ji^nrf^i-^ fc^So £ 

[0 0 19] 

;v2 4 <^±SPKia^^* i ^§»7 -i K7 0 fcgHttT* J: 9 K-fSo 
z-)V2 4 ^^Mil^ K7 0 £<arafcfcmfe:s&*##LTttfckfcv> 
o jEfit^^i;u2 4 £J«fc"*-jK 4fcli^^^*ti^i^2 4 SrSt*:?- <fc ? 
Sfc, *9-f K7 0 £?^;V2 4<*5±$Bfcil\/*fcfc§fcgj£<a**-^--:7n-;!&« 
«t -5 fcfc* (^BSS**«^iJV2 4 9 -f K7 0*^O±f5t 

*3^*L4*t*«»LT^4) O-C, $tf&£j*oraJStt^<'3:V> 0 •> ;v 2 4 * <?> 

-C<7)A0'5r^M^^^^2 4 <r><&m& Xufffik U ^o^xjV2 4 <7)£riL£3ij*t 
&o 1 4 i*. ^jla/©%#4 4 O— SftH** "7 y ^^-^tfJ: 9 tSttbH 

So £*U±, ^#1^5958341-^ CW.-S. Chu) ^0 4 C i3 «fc V s 4 F $ *IX 
V^o ^*9>f K7 0 -7 * KtfPLotfS i t K <fc »9 > KSr^i 

[ 0 0 2 0] 

±m<Dmnx&*7 4 K7 0thV-f 14 ±fcfi< d J; % 7^>Mfc 



(14) ^2 00 2-5 33 69 5 

«H>^^y 3 ^ inwi 4 ^ii 

*±W\ 500.1 ^.J >®W4ltM(PB S)U^:I$^ M4J(:A 

[ 0 0 2 1 ] 
[0 0 2 2] 

**3fe*i««»KJ|lK*»f*^ ****** fclittflft**'** h-c#*.xju 
Of.****** h W 1 4 0#9x^2 4ftK|t«*Lfc|«K««o* r , h 



(15) <&m. 2002-533695 

&l* 1 4±?)')x;v2 4 l*I-Cffir^LT^ < ^ i: WX £ , 

^^x^2 4 fcfl&JnU *^fl«Jttfl.*-€-*LKiv^> h IT^,S^7^ K7 0 * 

[ 0 0 2 3] 

S*tJE. ^7*?-K> ^V/N*^®f tzl*Mmx&2>c\btfX%, &&v>{i&L^ 
^T^S? t-K5Ei-S 0 ^^V^fc&in/ftA' -F' fc^-TS l*fc£>6 



C16) 00 2-5 33 6 9 5 

WKftli, rtMlt LT«< 0 
[0 0 2 4] 

% - rn-fc^n^^-tig^ IrrmobilorvP (Minipore), Hybond-N, Hybond-N' 
* «fc cfHybond C-extra ^Fn^i^n^ CAmersham) . Genescreen & j ^ Genes 
creen Plus C Du Pont), Gearblot-P (ATTO Go.) # X wy ^ 7JPtlJ 
KR* CMillipore or WdtaO* 

[0 0 2 5] 



(17) ^2 0 0 2- 5 33 695 

z<dx? >y'mi±, $ki&L£ 1 h&fc<Dtfi&ms-s* )\<&mJF-f %>m&^ - 

t -f & fo&m ' < * ;v £ IB* -t 2> m %l 3 - K i tz f± £ # 1" tf^ v> # o^ISs £ # 

;V2 4 KiPx.* it^l, ^O^*. X7-f K70 SrSSlO h W 1 4^£>fH 
[ 0 0 2 6] 

o 

-r h*k<Dm&itMi&mx$>z> 0 



Cl8) ««2 00 2-5 3 3 69 5 

[ 0 0 2 7] 

lus SlidesC#15-1^52; Fisher Scientific)^; v ^ , u 

[0 0 2 8] 
[ 0 0 2 9] 
[0 0 3 0] 

, pH2. OOlH^^^ftBijlfc^^y^g^. 
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£ Bt %kM-t 2>&mrf$>&Z.b htiT^&o ^ *ii> % >& ^ ~C % & t % T IS <V * x 

tt6**/H*Wl4 <7)#^^;v 2 4 Kfc< o * K 7 0 4 K*T 

^|pJ»tT^iJV2 4 C^Jo K7 0 ZWiXvJ 1 £i9>o < 

«9 tTl, ]» W 1 4 (7)^xJV2 4±t:f < 0 *C^*«, *^-f K7 0 WfiWttfflfc 
h W 1 4(7)')x;v2 4 4>?)MiOlW^^va ? ^i-^i -e*& 0 
K7 0. Kfr/l/^- l^iM^n fW 1 4 Sr 1 5^4 0 *C-C 

[ 0 0 3 1] 

1^ f ? T'WIHI li M/>f 1 4 ©ffil *^ Lfex 4 t ± D a$fl<lT* £o tfz, X 
5>f K7 0 Si. — o«5*^/- 1 »9 6 oco 7, K*;V^- 1 

< 0 ^-c\ K*;i/^- 1 # J: tf* ? K7 o *?ys*?Wfrffi l &tfmm 

4 o "C-e^r y^a^->a >i-& 0 i^f&l^f? :/"C2 o S tW7^f 
1(120^7^ K')£$te-fem*fcHi$fcA*i£ £ t^-e^ & 0 

[ 0 0 3 2] 

7. 7 4 ¥7 0 $ , ttJX7'f F 1 C2 0 0 . 0 1 M 9 x->WLMWjffi.5 0 

KWZ, ZLX%m*-7>Xs ^ /n'v - C800-850y ^ f)"C7-8^M, iF 

0 77 Mc^ry M, ri'TffV 7 - 8 55*W. ilf^iDitao 

[ 0 0 3 3] 

St^mTlcCpB S)#5 0 0 mL-C3®, ftrfem + Tifci*-*-*,, 
[ 0 0 3 4] 



C20) #12 0 0 2-533 69 5 

0-3 Ofrm, 5%m&0>&1t<O*r*iS*V t V^<»XLt£t&iZ>( 
-fB>T& 0 hUJ 1 4(?)#^^2 4 Q£jl50-200^ D£»fr Lfc^* J: 

*tt***o K***r- 1 K7 0 ****2 4«DWfc*fca*A. 

2 0 iT075>f K***r- l * 5 0*9 
*5 0 0mL^AofcMl+C2 0 -3 0 #IHK SKUA*.* t * J: $ -£ 

[ 0 0 3 5] 

^*€>*U WtPBSr-tft»t*. ft^Lfch W H^r; 

©#9**2 4 **f*?,r KlrtK*4ft»U7?/ K7 0**1 
«MI*Ti:fx*2 4±i:ot4 0 ^o^j:^;, * 9>f K7 0 t^^;v 2 4 

3HI^-feM + -C^^1-^ 0 
[ 0 0 3 6] 

IMI«:Trtl»tKLT^**2 4±*cm< 0 £*,* 3 0^4 OC, 
fMMtM K7 0*h W 1 4*&**tfJU PBST3EU *<fem+ 



(21) #312 002-533695 

[0 0 3 7] 

wmxyj K7 o *m-r2>-r^T<7)7,7j k*;v*~- i ^ 3%^^^^^^ 

CFO . 1 %7y Hb-^ r 'J >)A$-tn P B S 5 0 0 mLOAo^Miatl 

[0 0 3 8] 
F . ABC m&fe "ELITE" wSSffl 
ABC (Vector Laboratories Inc., Burlingame, CA)^ PBS^ffl^ 

;K2 4 Kigffl-f &o ^ K 7 0 7-f K*;i/^- 1 1 1 fci:, 

?>f K7 0 fc<&Wfc$tf&a s A&>3:v>J: ? thWl 4 iHlMjfcfll^Ttft** < 

f<, ^5>fK7 Ofei^ABCM^tS hW 14*40^3 OfrM. il 

7 0 9 >f K*^- 1 £ r W 1 4*e>fl!l*)ttiU PB S-C3I1, & 

[ 0 0 3 9] 

DABSft*, PBSlOOmLCDABlO Omg WDL, 3 0%H 2 O 
2 5 0 fi L £}JDX-£ i t fcl,): >) lgtJ 0 1^11 5 0 - 2 0 0 ^ LODABM* 
% #^x;V2 4 ^^Ci^ti ? fcfr h W 1 4 c7)#^^;v 2 4 fciJUx.* 
, 79>f K7 0 £tt**9-f K*;v^- 1 t J: 9 

<#->xJV2 4±H3lijKHI*TIftmi<o M^T% DAB**t47?>f K* 

> 1 0 5- JsJl 1*1 »w ^155*4 Wfe Id WM-?Z>i3\ 2 0 - 3 OfrcDj a >tf 



C22) ««2 00 2-5 33 695 

T3BU JfefeMtf-eistS-J-So 

[0 0 4 OJ 

H. JtJfcSsfe 

*»-f litwtmw K7 0*1 0-50M, Arris's „ 

«"*2 &H , HSU ..o.x„. m! ,, 

[0 0 4 1] 

I. ') -j 7?>$i.ttit 

St^Cytosea! eo*-^-*™*^^^ 
W**, «» KW K7 o± K «<. *fc 6 *«» LT 

[0 0 4 2] 

5 , 9 5 8 , 3 4 1 CW.-S. Chu) WH , 0 _ , 2 tt , fc 



(23) ^2 00 2-533695 

[ 0 0 4 3] 
[0 0 4 4] 

$mm 2 

in situ ^4 -if— > a y 
[ 0 0 4 5] 

2> o >W10% +te*M»tt# ;w 'J > *xmiE. U 7°n -t y 

t-±t-^IL, /<7 7>f 4 -5 5^n>oJ|*^^-a>) 

tUt, Probe-On-Plus SI ides (#15-188-52; Fisher Scientific)_t 1:7 ^ y y L 
^ M?*S 0 *9>f K7 OSr^y-T K*J^-l(:}fXL, ^-fem 

5^rao*c 4 El^kiSU 1 0 0%^*y-;i/^ft^*ii#|i8o*o2|l!#kttu 



C24) ««2 00 2-533 605 

,t97 ' ><UBmm*X94 K**MfcU RNase Block(BioGenex, San Ramon, 

[0 0 4 6] 

^ 1 5 0 - 2 0 0 ^ LOfrtV^yn^^^-^K^ , w J 
[0 0 4 7] 

mmmxw K7 ot, •Ute«Te«w ( : a iB, caM . i£tK 
i 9, JK*T4 : RNase Blod^jj^a* 6 0 0m L(ci 0M , RNase Bio 

[0 0 4 8] 



3 > 



* ,, » i * !4 *»<l. 02-0. J«)t«t*fWM» 



(25) #»2 0 0 2 - 5 3 3 6 9 5 

7 0 fW14 ^£>* K7 0 Ltzx?^ K*;v^- l £3£»9 tti L 

, ^5^F7 0^Mi^ 2 X S S C (Mm? ^ 3 7V 

-t&o 0. 2xSSC*t*3 0^6 0i:T"ffiitS o 7 5 

-f K70*PBS"C2B, ^*i-r*L2 - 5 55*M, litS c 
[ 0 0 4 9] 

D. v^;M&aj 

mm 5 o o mL<^Ao^-fem4 3 ^^E^^S-e2 0 7>MAft;g> o ltr#^L 
?t -7 ^ ^ in: e ac * y t tz it v v x in: v =r * v yfjcfe C150-200 ^d^^l^y 

W 1 4 c7)#>7i;v2 4icitffl-r^ 0 S|^7^ K7 0 $tf£# 5 A £ £v> J: ? 
IcfitLTfP^ 1 4<0^x;V2 4±KW.< 0 MM^y^ K7 0 £ £ £ ^iT 

f 2) >w i 4 tiii^ y^-fa-T?A or. 2 B#M-f a y-f ^> 0 

[0 0 5 0] 
[ 0 0 5 1 ] 

E. -^#t/fr<7)M 

&o 77^f K*JV^- 1 ^<7)mm^^^ K 7 0 ^?&rt s A & v> J: ? < 
lil^W^TlR]^^^^ 2 4±tcS<o 4 0*C> 3 0 53* 

H^>^ra^-^3>t?, 0 > 3r ^ ~> 3 7.7 J VfrfrV- 1 & £Zf 

^f7 7^ K7 0£ h W 1 4 tb U PB St3@, 

o 

[ 0 0 5 2] 



(26) ^2 002-5 33 69 5 

CO ^ 1 %Tv Kfc* h y PBS50 OmL^ofcJfcUKAil 

WFlJ,iO«t WK70t p BSl . 3|a< AfeM+Tft* 

[ 0 0 5 3] 

G. ABCft^"ELTE" « 

W 1 4 ±K««ll*TAl fc&*ft.< t< o .^K7 0^^ABC»t 
[0 0 5 4] 

DAB***, PBSlOOmLKDABlOOmg^iU 3 0 96H 2 0 
. 5 0,L^U^i:^ISJn o »1 5 0-2 0 0 ^LODABi«t 
^^ IJV24 «t 9 K« LV, h W 1 4 o**.** 2 4 fcfti*.* 

<#^;v 24 ± t : iJWm(:t<o DABM 

[ 0 0 5 5] 
I. frJt^rfe 



(27) 0 0 2 - 5 3 3 6 9 5 

7,7 J K*;w^- 1 £ iTO*;*^ K7 0 £ 1 0 - 5 0%Pm, Harris's 

* y - jH£ K 2 Ek -e*i^tL2frffl, < C£>-£, -e<7>^> I0 0%x?y-;^ 
[ 0 0 5 6] 

7 F*;V^~ 1 *f^irLT&&;* 9-f K7 0 CoV^T, #*9W 

Kt^fc^IRi: fi 6 o(£ {i 3 o)o# # y 7, £ 6 o Ci tz fi 3 o)o* 9 
-f K7 0 fc 4 «t ^ ^ #fc8£ttLfc#^-#9;**fflv>*Otf*J: «93»fcj 

if7 7frh7s Y V y t$rtl& =fc -5 H^feSfli *ft»tT**7 h 'J '7 7 

7 0 i^i:I|Z^S^ tfet^7^ F*;v^- l *^fl5C«j fllLU^ 
[0 0 5 7] 

PCR^i j: & in situ /n^ y y ^ -tf- -> g > 

in situ T?offi3fcfcJglS3-£fco £ ft £ £in situ PCR^f^ f z 

tbKmWT&Zo in situ PCR/W yij y KBfifefflT'n > 3;K^>— 0lJ»iNuovo (1 
994) fcfE*R3*LTV>* 0 



(28) 00 2-53369 5 

[ 0 0 5 8] 
A. in situ PCR 

-aSOfflMfffr* 4 ~ 5 ^ n (c»« », K U Probe- on- Plus;, 9 

"^^^^ *^ y3/ + ^Bftl»»O**Ki6:CT4 0T;Tl 5-9 0 

3fcfc*9>f K7 0 4 0 

[0 0 5 9] 

7 ^ 7 ^ 3 " -7*9^ Taq tfi;*?-* (AmpliTaq, PerkTn Elm 

(*fett*o«off*tt*u^9^4f) * J: OMr* 7 v ~ ,1^ (W Rese 
arch, inc.) *«^LT»2 0 ^5 0^L t „. £cii2 0 . 6 0 ^ Lt# 
«fcR»L*:1n situ PCR T * , = > A ^ ^ _ 14 ^^ 2 4 ^ 

mm i writ:** m,- 1 4 * l < tt^^^, 

^ h ^ ! 4 tt 9 5 V~ 1 0 0 £ t 

a»tttfilLTWLT«fl«ii*£k^t Wm6ftkli ^ 

f* M— 1 4 tttti^Cffii^^ £*lfer^5 h ^ i 

4 fit** 0.005.0.03^ fcfcfcZO^ L*«^ s 4 »*A,24 
[0 0 6 0] 

^ 1 *^^«t^^9^K7 0^M.-i 4 c7)±^ ( cg^T, 



(29) #^2 00 2-5 33 69 5 

6 0'CT2frffl t 9 4 tJ-Cl frm t<DfflT~<D 2 0 - 3 0^-f 

[0 0 6 1 ] 

>fK7 0, fciCFT/l'S M/- 1 4 SrSffit-AtLT 3 5t)f5«jft 

So T;V5 4^f>^7^ K*JU^- 1 0-5-1 xSSC^ 

m^x3 7-6 or-ei o~3 ofrns kkj&dt) &rti-&o 

in situ ^^-/V ^M-lf^va >^7 e 9^^^F*l^^MK^tt^e^-?-><k-7 s n 
-yifc (2 V =f * is 7 - > mm ~7 n - JB v> T ^fetffl 2 fclB* L fc» »9 

[ 0 0 6 2] 

-aojBUkWM-* 4 - 5 5 *n>oJ¥3£*i»»9fcU Probe- on- PI us^ ? 
4 K7 0^16* U £fi-C-«f£»r*-&o RTin situ PCR-rtt^JST^-f ^.fctf 

^M^ft $ KjBtT 4 o t-e 1 5 - 9 0 ^MMtio lfnt«vif-;V (DE 
PC) -e^aL^7X-e^7-f K7 0 £ 1 MftlLT^/yV^ffittftU 
XI 0 0 %^ J 1 frWIifei^-r&o *fc*9>f K7 0*JM£-*-& o 

[ 0 0 6 3 ] 

^a6#^L7tRN T --tf^^-<7)DN7--tf (^jl 5 0~ 2 0 0 ^L^gtS) 

* YV-l 4<7)#')xjV2 4 fctjtfc U ^7^ K7 0 K*;V*' 



(30) #82 002-5 33 6 9 5 

ftmm&L, m^x 1 o o m^^ltRNt^^^-odnt^ 

[0 0 6 4] 

aMR^IiEZRTPCR^^A (PerkTn- Elmer) frflj^tf $ . "TO** (RT-PC 

R) *«I*EZ rTO*^ #2 0 O^dATP, d CTP d GTP* J; jjr d TTP 4 

0 0/*g/inlo^5/jfli» T ^^ >> 4 oJHtttfjRNasln, O^M^s' -isjtf 

3' 2.5 m H-^ 7># ^ 5^^^ rTth£ J:^2xj|t^7->- 

^ (W RSSearCh ' InC ") RT-PCRig^ 2 0/K L*fc 5 0/U L* 

4**fcRtfL*1n situPCR^v^^^j.^^^g^^^^^^^ 

»*f (9**2 4 oft? tt»O.005^0.Oam rifei) o * K 7 0 

?>f K***r- i fcJ^r^^A h V— 14^65 

S<o #tO^60t;t2Mt94rtl^^ M |;^ LT20 .3 

o*M ^=Ht<5o 

[0 0 6 5] 

-1 4^2xSSC^ A ^ c ^ M(cSE ^ A ^ T37t:i;:5 ^ M ^^^ o ^_ 
^ K*/|,*r- 1 14H^U 0 - 5- 1 xSSCfcj:*, 3 7 

~6 0t3TlO~3 0frH (A,^77.n:KCT) tt*f*. in situ ^ 

^ =f * yy^iiyn^^ n T*Jfc« 2 fc £« L Ttii » *ff*" * . 
[0 0 6 6] 

S*f«ts J: a icPaya^JIflB^stt^ji j; < ftj^^ „ ^ pcr^ 
(SDA) , ^SDA, *J:0'*KK Wl cat^< J i( Itt ( 3 SR4 fctt NASB 



(31) M2 002-5 33 69 5 

A) *>;frffl-e&&o tctx-i*, PCR(cov^Tfi*iI#fp^4,683,195 4,683 
,202-^-^5 x V s Innis et al . (1990) ; LCR Kov>TteWu£ Wallace (1989) ; SDA 
Ho^T^*@#W : ^5 > 270,184 & 5,455,166^-^5 X V s Walker et al . (19 
92) ; jfff&SDAfco^Tfi Spargo et al . (1996) ; £ £ ^3SR NASBA^o 
V^T(i^g|#K : ^5,409,818^. > Fahy et al. (1991) ^Jr^Compton (1991)£^ 
Mo 

[ 0 0 6 7] 

UMZAtifcm-V ^^2 4^^^-O^S^AtL^»— -)x^2 4K#ifr$-£ 
t&X"%Z>%i?X~2>T&K <rcD*iU& 1 }^;V2 4 (i|WI— £ fcl$ft]*<D h V~ 1 

<7)*9-f K7 0 IZMft&t til*%m<r>ty}f 2 2 0 Zm^X$>Z> o i^i(^x;V2 4 
<V±KW^T$>2>1)\ x-JViZltm ~<D$iife 2 7 0 , <Dtfifc2 6 0 £ <fc 

Cfyn-r-T >ift»fjM 2 5 0 (DMft X^tb^ LX$>2> 0 i^J:^: LTS^^IS 

^Y§p-r^o ^^»-^jt#2 6 otfmML, mmzm~<D$n.fc2 i o^-^l 

V- 1 4 l^:(i^x^2 4 ^^^IJ(7)^i;V2 4 fc, ii^^S^^LC, 
SMcD^rT^T 9 - t^nTt^^^^o ^Jx.tf-il<7)^:m4a^^^ ! b0^i:% 
S\iM<DTy^^ Kit, |-0^x;V2 4 ttse t te^OjllJ^ T~l*m4;ff£^# 

y i/-i:ii^i3«^Ati, »-co r i>- k \±m-<r> $ tz amm^um *Xft-X 



C32) ^2 00 2-5 33 695 

[ 0 0 6 8] 



(33) M2 002-533 69 5 

[0 0 6 9] 
[ 0 0 7 0] 

e;v w > l frffi g j g § g ^;v-^ a; 7y±l f £ t a ish/fish 
ttfcij- > y ;v <d® ft k u,m * in x. & »t t v> & ^ ^ $ tt# * ^ <a -c> 

[ 0 0 7 1 ] 

H 3 fi, m&^H 7, 2 2 0 ^f?)ii:|£L/;A7^ K7 0 £#!l^t£0J3 LT 
£»k ^LT^^>7 e */cfiS*3§ll2 3 0 C«*.»f, - h n -t ;vn - 7. * fc M 



C34) ^2 002-533695 

<> «itf»l»l^^K70±i:Wtt«t4^m* o A-FC4HW 

*tA-Pfc««,w A'-F-**LT»*.*j|RAtt, K«A't^24 
±KEIL^?^ F 7 0 ±-Cfl!)*»tt-c* 5 , * LT»9 © 5 o^ IjH :M 
Uliitt^M.ttJHBIl, «^7 0±Ttt, WlB't^24± 



(35) ^2 0 0 2-5 3 3 695 

[ 0 0 7 2] 

h*?*^ 20, ER X Bcl-2, PR, £ J; tf* r 7°~> > ^flh^WLW, 

mkfe® **%ti?tix?y7$tz immm ± mm l -cum t l xoim tz *) * 

o^A^*, ^i;vA'^BBS^tL^^7-r K7 o 

[ 0 0 7 3] 

tit® L®2>s**)l'<Dm<V$kfaW}ii, Her-2/neu (c-€rbB-2), P53 N pSj 

m&twjLi*, mum, mm, fei^n)^ ^?^^hw*«it 

LCA (CD45), L26 CCD20), CD3, Leu-Ml (CD15), Ki-1 (CD30), £ X CfLMP 
tifet tlXb «fcV* 0 2)^->^>"C^v^N°^.;i/^ > L26 (CD20), CD3 % Bcl-1 
, Bcl-2, Ki-l(CD30)^s^ J frL#&o <0 * ->* * > "C £ ^ * to K. . * y - 
% UCHL-1 CCD45R0), CD5, CD23 x £ J: tfCDlO^ £ S 0 4)£jfiL#!^ 

^JVH, L26 (CD20\ CD34, MPO, Lyso, TdT, £ J; j^DBA44^ 4 *L# & 0 



C36) ^2 002-5 3369 5 

;k ? h*#»fei,f i¥±^« m *mwm*m, urn***, 
**zmvt n nam. ^k^w^**!^ nm^»m^)K * 

o 

[0 0 7 4] 

* 2 *a* toast ££ t f * * ^ 4^ r ^ ^ ^ fe 4 tt ft 

/*ftl«fclll^fA!:Hi:*a^^|: StLTff ^ J:^ltUv>( 
[0 0 7 5] 

HMff!l6 



V 3 > 



*R*, ««T ? *>f aSH 4 fctt^ln situ , w ^ y ^ 3 >CFISH) ^ ^ 



(37) M2 002-53 369 5 

r-anife-ewu 24ftosui«M^ surfe* 1-22. x ^ J: yfy; 3 

LT^±v^(@6E#I)o ^^#^ s ISmi-2, <fc -9 K> 3o?)7n-7^8*n 
*teJB-*-&£fctti&^-e»±fcv>o 4 tt^M^ ?>ti^# L ?t 7"n - 70 6 -t ? h 

%t\ mvm&^f&x&Zo iitflaftLfc«iii**-r4 fHMniH 

HifflLT, flb<E>&«Cin situ 7* 1; -tf- -> g > £ f % i t 

XZ&o W-flR*^*JKOS»*^jLHi-* i-?i^7^ K±KSttlT*L"Cv»4*« 

[ 0 0 7 6] 

^jftgfl 7 



C38) ^2 00 2-53369 5 

28 Ott, 0-0lMmL?)^^ SWn ^ |:m> ^ T ^ 
*>\ -o*l«^lift<£itj:9#<T«)^ft<TtJ:^. ^jwi-ofcL 

. * LXfcft* 3 0 0 «> L < fi 3 0 2 *> J: $ mPMLTBSft 2 

Ef2 9 5 *«fllt*£ii:^ WT, B9 5 B K*Tt $ tff 4o 

z*>K*y>K, ««L^*f#*E»ic^ M29l4>L<|ljeL|ca4 ^ 4 
fcli»ffiP 2 9 6 LT, *-*±t* L < J: » #*r* *i* £ t 

[0 0 7 7] 

7* £T 7- n -b ^ * > ^ - y h x . mm L T«* L# * J: } , # > 7fc tt 



(39) ^2 0 0 2- 5 33 6 9 5 

10tt\}tcffi^<D&*ti:3au±<7)^)l'7'&mffl-r& C\<7)-ky YTy 

fc*M1£K&m~$-&o AffX 7 -f K£— oc7) hw^&^ — o<7) h W 

•€■ lT->7f A*«J!UTO«li!&&A-r&£ t**T*4 : 3r ~> V > , 100%x 

xmmMo fttftSUJ: -9 ^IWttR&fc^iio^i/^i/i/ h W14 
[0 0 7 8] 

^T9 0%x^/-JK 1 0 0%x^y-JV, *zsU>i$ s*- 
[0 0 7 9] 

^yl/>^y'75M>yy>(?)^ <b ^fe^^W P Q p *§§5&>f:>S8? 



(40;) 0 0 2-5 33 6 9 5 

sot, z<v±n%ik^m&<Dim*wj>z*£z> 0 

[0 0 8 0] 

Wnt-7y>^, h 2 8 6tt^cMrn^ 2 8 8 «feJ:^ 
*P*«l*l,T, i n situ PCRJ-lit^iLtKliin situ 
^.j ^ > g > Kfflv , €, *t* ^ n - ii^^ o w « 

m*> h w 3 3 o^x^iTtig^^j^,, Lfl4j ^ #22 

iUo »*^^ 2 8 8 1*. K70(H5BKiStJ:^HL<lif 
W 3 3 0 tfKlTtv»TU<, ifcli*^ K^^WOWK*» 
*** <fc ^ Kr^V >U:^TU<^ LTW/Dt, -> > y h 2 

P C i < fMfrLTV****} **** ftJj>03> h n ^^ fc LTc ^ t9 £ 

L<»±^^->r->**W«ifcfcj:oT*SPL#4 0 fr< UT, in s 
i t u PCRIi, ^ttlfe^T-y^KJiij^aj?^*^^^ 
[ 0 0 8 1 ] 



(41) ^20 0 2-533 69 5 

[0 0 8 2] 

£33tt& i n s i t uM^'J ^ a ><&il£*<a*£^i £ fc £ 

tL^V^-r- * £-$-X-& 0 in s i t u^W 7*U ^>f -tf~^ a t # 

fcL®2>fz\fx-%<, mmztitcmmwj x^ttzmfc-r&z t^-eii» e # 

[ 0 0 8 3 ] 

"C2b*o $f£ L < ii**7n-fe y h 2 8 6 it, 7 V^=yf^^ L < 

CDt:^ h V 2 8 4 £f&lflf-*-£o £<?>1&§ ItBLfo^V Vs*- 2 8 0 >f X ^ *- * <7} 
|i*|ltio in situ P C R*^MT& t 

, fOi^ 9^ K 7 0 fcKJfc?-* >^-<7>J£ 2 8 2 tC0WC 



< 42 > #312 00 2-5 33 695 

[0 0 8 4] 

^jfiff!)8 

3(4, -o^MK^LTtl/^y'^if^ts^-^^ ^-<7)^-fe 

t < fi#fi&*3 TT-^^o 7n-yf±, ^fS^«kij. ^i/w+^ftftMk-j-ii 
[0 0 8 5 ] 

K 7 0 -t^TcD 2 4 «rfe#©^4»f*TirffiKi-4 «fc 7 Cff^ > 
L< tt FW40 O^^T'^no £OhW 4 0 0 



(43) ^1200 2-5 33 695 

i^7^ F7o t±.#)2>frm<7)i3mx"my)tt\f2>z.t&x-z2> to-e* 

So i©f yy!)L<lifW 4 0 0lt ^^JM 1 0^it*^i;V4 1 
0^t>BRM<>t<»i?t4 2 OH J: 19 *Lfc 8 oo-> i/w 4 1 0 £^tfo ^<7> 

J:$fchW400liia6 AKIS^Strf v s S„ 4 0 0 "f^^ ;V 4 1 

0 »i\ f*iS'iU'CSi*fx;V4 1 0 «jD-e§£$^ii§Pg|U 30*tLT 

[0 0 8 6] 

tf^ t< fi/Atf f>tLS 0 2**54 K7 0 fflllfetfh W 4 0 OO^^JV 

4 10 fcffi-f* i^K>W 4 0 0 fcflfc»}ft»tk*l*o h W 

:*>i/ 4 1 0^PiP^4 3 o SriiCT-iBSilK^ 4 1 0 ^#[l£<b*L& 
o KjKtt^f^fflKJ: 19 ^/xJH 1 0fe«t^9-f K7 0 <Dffl HJt*«* Tfc ^> ? 

0 ^0*&#fc#^ttfc^fc*f*aS:i& s #*i;v4 1 0fcjDx.&*t* o ^x;V4 

1 0coffic7)I^M4>L< (±314 2 0 fi> Mi/!) 5 -0(?)>)x;P4 1 0 & S 
x*4 1 0 -€-tLH«t V)ffl2f§ife4r»iti-io ^*;V4 1 0 (± 

mffl<V*-'*-yW*?\%feZ-rz:b%:< ^x;v4 1 0 ^ifctcctfl" 

-•/£ffiV>T> ^-^i)V4 1 0*-C7 7-b-f$€SiH 5 -Ci, fll^J: 
<D*?4 K7 0±T^T2 4<^AM<^fe#Ty ^^&£fc£T^t&KT&o 
[ 0 0 8 7] 

7°o-^^^o h W 4 0 0<7) 8 o^^x;M 1 0 ±-?7 p n - ytf^i&SggfeS ti 
&o ^fS-C*tL»f % i^HcO <£ 9 &4b<D&M1> 4 £#<7 x;W4 1 0 ©^-C^fttt* 
Ut2><, b < »i*MJWo*flll&tt;*9>r K7 0 &SB*-CfcBSg 3 

*U f LT77-f K7 0lifW 4 0 0 t^ftfe LTM^ft&o ^*t^e,«fllr?SS: 
HPg&4 3 0^f>#^x;V4 1 OKflD*.*,, ^<7)^-ffiT-{is ^^^S*m^#^i 
)V4 1 0<Dti:^yfr/^tS'Mfi^<, trL%mcmffilfctf£:T<DV * 



(44) #312 00 2-5 33 6 9 5 

&o *Mlft&ig#^ ~?u--f*m$.-r%>tz)sbK 7 0-9 OtJ-ei ~2^WC* 
•3tU < H#fc*fflJ|&<&DNAWt3l£a5V>T 3 7 - 4 5 t:r& 2 B*M<?!)igf*-C X 

T^ct < . -etT^ijv4 1 o *<DKj&mmttmftmK£ vinmmK* ^jv 4 

IR&o £*LWU ^5^f K70*hW 4 0 0 J&^^SHI-* ->^;P4 1 0 

[0 0 8 8] 

=r > h n-;v£g;i@ 4 4 0 ^flhi± 8 ocd^ 4 10 <7)#^(7)^H 

K*C, «JK3*iT*9>f K7 0©±"Cl^b?*L4 o £*U*I3fc&aM£Tfc 

"C^&o 2 4 <^>=r> > n-;V4 4 2 ti, 7*'J ^ -If - -> a £: 

2>-£X 8 o<7)|2jStc^^T#^9-f K7 0W±tt^*l4ifc5i J Jfi t 
V> 0 7W <7)— W S 1I6 EK^SJlTV^ ^i-Cfi 2 4^T^»^ 8 o<7) 
«^JP4 1 0<D&*K&M-t -9#E@4 4 0 <7>mcom*) fcEHStlTl/* 
&o & L^Jx.{f, **J<7)Effl4 4 0#^-fe#l , 2^<tO r 3 i:Mt^yn-7$- 
■g-tr«>iJW4 1 0 <t@Mt-S-e^% ? &<7)-^& itikoa^fe-fcfcfl-f 



(45) #312 00 2-5 33 6 9 5 

[0 0 8 9] 

-■/^^^J: V)^^tt^o #^60«^CW-Jtt*Ty-lr^ ? 

[ 0 0 9 0] 

WM±<7)^xJl/^t,ioTV^ 0 6 0(7)^7^ K±-Cl*|l$K5h#f$ 

fLX^^^^^-tt ZZ<Dm 7 A-EXMtfZ *lTV>& 0 !H7A{i, 7,^4 K 
5 1 5 *K&&£ Jlti/^i 0-^<btL^^^^5 2 0 £*#o 

77^f K5 1 0 *0iUv^ e 117 B WU' 0 7 A<7)*9^ K5 1 0^1C7 
-f y h-T^§ t Zt><D%s*-y9A 5 0 0 £0** LTV>4, TIB^^f^-r^^f > 
t-b 5 4 0(^ 1f$ft£Jt^L#&»§&*5 0 1 m-etiK E5>5 0 2 
33 cfc 5 0 3 teZtl-Ztltf-Jr 4 -fte&lf^ifT ^7*3> ho-K*|.^o 3 > 
fn-ji/ 5 0 2 15^^5 0 3 ii^tt * *14 7 7 -fe>f ©4J*W4: ^ ^*-C, W 



(46) 0 0 2-5 3 3 6 9 5 

&<7>aiP£fc;&***/Wi5 0 4 &J:^5 0 5 £ LT^?ttTv^ 0 ^;U5 3 
0 4> *7tH^? tLTV^ 0 #^-^9;* 5 0 OliSfc, i7Bt 5 0 6 i LT^ 

o 

[0 0 9 1 ] 

H7 CWt*?>f K5 1 0±^S^tL^*^-^^^ 500 #^-^9 
* 5 0 0 it, <D-&btlt:tkydmW 5 2 O^o*^ K5 1 0±Kfi^*l, f LT 

^ K5 1 o& .ttr*^-^^^ 5 0 oii^tt>a^7k, m«*> l< i±m,m<D* 

Kft»3*tS<, ^flUfl^jfcfc**^-^;* 5 0 0<7)->^;i/ 5 3 0 L 
_htf &-C&;?> -9 o ^ffiSfct7J4*^-^9^ 5 0 O^Lo^l) t^^-f K5 1 OK 

[0 0 9 2] 

0 7Dfi, Rj£*«fe£»> #^-^7* 5 0 0 W9l^^ttfcm<7)jg*Sr|gl^L 
[ 0 0 9 3] 

UMi>L < JittlH«i**LT^* 0 ?»«*3iifcKI|g*«FO*^^9^ 5 0 

0*«^»ttfl-5 2 0 ^7^f K5 1 0SRIW»fl!>±|c1t^tL*i: It, 

K5 1 0 33 5 0 L< f*M#?£« j: ■=> * 

^*?S^i-J:-9 fcfc&o ^9>f K5 1 0 * «t tfjfrr?- 5 0 0 *Z*Lfrt,fr 

0i3 J: ir^«K3H-5 2 OOigJ&Srfc^-ro ^^^5 3 0 (D&mtft fcgEftjT* 



(47) ^2 0 0 2-5 33 6 9 5 

[0 0 9 4] 

$kW<Di> 7 r>to<7>$?3: lv^#Mc*3^t\ %^->r<77> 5 o o it, -iy*y- 

\ 5 4 0 s MA. tttf 7 A "b L < it 7" 9 X v 9 > £#&14*5 «t U^l&^ffrfc?) W 
^^B-14-C**^**J*fflv>T^9-f K5 1 0 fcli^tttt* £ t K X «9 *9-f K 
5 1 0 KM*)tt\fhtl&o m7 E~HfiClft£> <7)^9^ Ktj^tif-^ 
*9-f KUii^^^-^y^to^tS^Lti/^o 5 0 4i3<ttF5 0 

5 *^o^x;v 5 3 0 ^9* 5 0 0 h 5 4 0 tf>±£fi:&> 

ti&o H7 Fit, tf s JT4 7 5 0 2 t3£&5 0 3 *JfT4 f^y hu-;K >f > 
•9-- h 5 4 0 ^iUTT 5 0 1 £ £ r>* H7|cflltt®*3W 5 4 2<7)E^^-^ 
tf-f >"9-~ h 5 4 0 Ltv^ 0 ^77 5 0 0 <?>±&\t%<r>tzt>K, 

*#tt"C**jg3|tlBl*fflv»T>f h 5 4 0 fiftf & ft* „ 3>fo-;i/ 

5 0 2feW5 0 3lt * ft ^9* 5 00C7)^^;V5 3 0 EHftfcUb 

6 X 1 tff ITV>S, >f h 5 4 0 ©f®}t #861&i3 ct ^7Ktt^^#(7) 
W*K»14T?**»3lM!l^J:^4r^SK:J: «9*9-f K5 1 O^LTfW.L 
T#^^tLTV>So ^7^ F5 1 0 77^*A-^7^ 5 0 0 ti«Mffift*fci5iiK 
LT^fcflfclJtBLT, ^-L.TRj&^jSfi 1 ?« 0 -£ft^t>*9^ K5 1 0/7^ 
#^-^9*5 0 0 {*, St&fc L < {*fifcM<7>* >^©ti:f< £ X »9 7°n 
-k ? V v ^-T £ £ fc ^-C § & o i§14«*#J * £ t K X *) % /< 
-^9* 5 0 0 h 5 4 0 tsJ^-^^Ts 5 0 0 tt£ 
<Dtit&T?&&\Z.WLl) fefrfl&o 4 y^r- h 5 4 0 it 7s 7 4 K 5 1 0 h n 

[0 0 9 5] 

$kW<D~g.KX> ko<D]fti L^WMK&^X, 77^K5 1 0 f±> -tftfc fcfsh* 
^tL^rrV fo-;i/^|f5 02*3<fcrj f 503 o n> hn-;i/ 5 0 2fei 

0*5 0 3ii, 7**74 K5 1 0^i:^7^f K5 1 0 fcflfi^ftlt 5>*tfciK'i> L< 
H^^OSOtf-Jt^f^ fb^H^y HTtJ:<, * fett^f F540 



(48) #82 002-5 33695 

y hn-;W 5 0 2 *3 «fctf5 0 3 j&M h 5 4 0 fctttf £ *LT\/> & £ tf, 

? fc^ ^M^ct «9 $tl£v>-e&;?> ? J: *) LT*^-^7^ 5 0 0«5 

[ 0 0 9 6] 

4 >*r- h 5 4 0li3>hn-;v5 0 2 *«tD t 5 0 3 fc#fc*i£>ffrft 
[ 0 0 9 7] 

#^-^7.X 5 0 0 Hi^^^JWSrlfe^tL-cb «t < fU$flftt L< fig® 
ft £ If =r- K 5 6 0 ^^A,^^X^ 0 ^fr&m Lfct8K*# 

-Dfj^-y?* 5 0 0 « LT^oT^fffl S *IT. ^*L£><7>^ 

[0 0 9 8] 

1 0 

>^-^fflv»s j: ^: lt Si^ti i i i«-e§ s 0 -o officii. iiUKfciftft 
-effl & § * ^ 9 * * < T^ts 19 - t -e^ 
So H8 A~D»iiO^j*Sr0^L"Cv^ o ^tftft 6 1 0 £##0*7^ K6 0 
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BOX It. OBSERVATIONS WHERE UNITY OP INVENTION WAS LACKING 
This ISA found multiple invention* a* followt: 

This application contain the foUowiog invention! or groups of invention, which are not ao linked as to form a single 
mveatovo concept under PCT Rulo 13.1. In order for all inventions to be searched, the appronriato additional .eaJch 
foes must be paid. 

Group I, MOM, drawn to treating a biological sample with reagents. 

Group II, dUim<a) 5-8, drawn to a method of assaying i biological sample on a sBde, 

Group III, claim(i) 9-15 1 drawn Co a membrane. 

Group IV, claims 16-19, drawn to a tray. 

Group V, claims 20-30, drawn to a coverslip for a microscope. 

Group VI, claims 31-35, drawn to multurscdon chamber machine. 

Group VII, claim 37, drawn lo « method of panning in situ hybridization on a biological sample. 
Group VIII, claim 38, drawn to a method of treating a biological sample on a slide with a reagent 
Group IX, claims 39-42. drawn to a tray to contacted to a slide. 

The invention, listed as Groups I and 1I-1X do not relate to a single inventive concept under PCT Rule 13.1 because, 
under PCT Rule 13.2, they lack the same or corrcapondiiig special technical features for the following rcasona : the 
special technical feature of the Group 1 » the particular mounting biological sample onto a microscope and inserting 
the oucroscop© slide kua a slide holder while the ipecial technical feature of Group H invention is the method of assay 
on a slide whereon toe slide haa one or more external controls; the special technical feature of Group III invention is a 
membrane comprising s plurality of control materials; the special technical feature of Group IV b a tray comprixing a 
well with a reagent dried in a well prior to performing an aisay; the special technical feature of Group V Is a concave 
coverslip; the technical feature of Group VI is niulhrcacbon chamber machine with one or more inlcte and ourjeta; the 
special technical feature of Group VII it method of performing in «tu hyWizaion on a biological ssraple; the special 
technical feature of Group VIII ii the reagent is coated on a piece of filter paper; the rpecial technical feature ofGroop 
' *«> separated by a gap. Since the special technical feature of Group I invention 



EX is a tray with multiple > ^ 

is not present in the Groups ZI-IX inventWbemg claimed and the ^^ooial technical features of the^OnVirpTlI-DC^ 
mvenfaona ui net present in toe Group I invention being claimed, unity of invention is lacking. 



The urvemions listed as Groups H and HMX do not mlateto a single inventive concept under PCT Rule 13.1 because 
under PCT Ride 13.2, they lack the same or corresponding special technical features for the following reasons: the 
special technical feature cf the Group n is the particular method of assay on a slide whereto the slide has one or more 
external controls while the special technical feature* of Groups IH-IX invention* are disclosed above. Since the special 
technical feature of Group II invention is not present in toe Groups tll-IX inventions being claimed and the special 
technical features of the Groups III-IX tovention is jot present in the Group II invention being claimed, unity of 
invention is lackiag. 



Too mvenuona fixed as Groups Iff and IV-TX do not relate to a single inventive concept under PCT Rule 13.1 because, 
under PCT Rule 13.2, they lack: the same or corresponding special technical feature*, for the following reasons; the 
special technical feature of the Group HI is a membrane comprising a plurality of control materials. While the special 
technical features of Groups IV-IX inventions are disclosed above. Since the special technical feature of Group 10 
invention is not present in the Groups IV-IX inventions being claimed and the special technical features of the Groups 
IV-IX invention it not present in toe Group 111 invention being claimed, unity of invention is lacking. 

The inventions listed as Groups IV and V-IX do not relate to a single toveotive concept under PCT Rule 13.1 because 
under PCT Rule 13.2, they lack toe same or corresponding ipecial technical features for the following reasons: the 
special technical feature of the Group IV is a tray corrmriong a well with a reagent dried in a well prior to performing 
an assay. While the ipecial technical features of Groups V-IX inventions are disclosed above. Since the special 
technical feature of Group IV invention is not present in the Groups V-IX inventions being claimed and the special 
techrucal features of the Groups V-IX invention is not present to the Group IV Invention being claimed, unity or 
invention is lacking. 

The invention! listed as Groups V and VJ-IX do not relate to a single Inventive concept under PCT Rule 13 1 because 
under PCT Rule 13.2, they lack the same or corresponding rpecial technical features for the following reasons: the 
Special technical feature of the Group V is a concave coverslip. While the special technical features of Groups V-IX 
inventions are disclosed above. Since the special technical feature of Group V invention is not present in the Groups 
VI-IX inventions being claimed and tho special technical features of the Groups VI-IX invention is not present in the 
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Group V invention bring ckiroed, unity of invention ii lacking. 

The invmtion. feted « Group. VI and VH-DC do not «kte to a .ingle mveaitive concept under PCT Rule 13 1 becatu* 
under PCT Rule 13.2. they lade the nine or oorrespondiof tpecul technical feature, for the foltowir* reasons: the ' 
spousal technical feature of the Oroup VI is a muhireactioai chamber machine with one or more inlets and outlets 
Whdo the «pcci«J technical feature, of Group. VIMX inventions arc disclosed above. Since the fecial toeiuakaU feature 
of Group VI mveeuon ia net preaent in the Group. VTI-IX invention! being claimed and the rpeeial tecJuucal feature, of 
the Groupa VI3-IX inventioa is not present in the Group VI invention bang claimed, unity of invention i 



The tnyenoooa listed as Groups VII and VlH-IX do not relate to a single inventive concept under PCT Rule 13 1 
because, under PCT Rule 13.2, they lack the same or corresponding special technical feature* for the foJWinaj reason,- 
the ^altecW^fieatoreof the Group VH u .uetbod of performing in «to hybridizaion oo a WofeaicT^lc. 
While the .pecial technical feature, of Group. V1IMX inventions are diictoaed above. Since the special technical 
feature of Oroup VH invention is not present in the Groups VHMX invention, being claimed and the special technical 
features of the Groups YUMX invention is act present in the Group VII invention being claimed, unity of invention is 

MCSJDg. 

The inventions listed as Groups VIII and IX do not relate to a .ingle inventive concept under PCT Rale 13.1 because, 
under PCT Rule 13.2, they lacs: the same or corresponding .pecial technical feature for the following reasons' the 
spec»l tochrucsl feature of tbo G™p WI i. U* rcanent u « While the special 

technical features of Group IX iiiveatobna are diaefcnl mbovt Since the .peck) technical feature of Group VTH 
invention is not present in the Group DC invention being claimed and the special technical features of the Group IX 
tnventsoa is not present » the Group VIII inventioa being claimed, unky of invention is lacking. 
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FA16 FB02 FB03 FB07 HA12 
HA16 

2G052 AA28 AA33 AB16 AB20 AD32 
AD52 CA03 DA06 DA07 EB11 
EC03 FA09 FA10 FD18 GA30 
GA32 HB02 3A06 JA07 

2H052 AE00 

4B024 AATL BA80 CA01 CAll HA12 
HA14 

4B029 AA07 BB20 CC03 FA12 
4B063 QA01 QQ01 QQ42 QQ52 QR08 

QR42 QR56 QR62 QS25 QS34 

QS36 QX02 
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